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-7 - <3-t°'.J>^hdr>-) -4-^yj;U]3fdf 
>-) 7^;H -N' -y°W;l>TyUT<r>-t%Mi£. 



[ 19*5 2] J£,P B 14-e£>&, If im 1 (^fB«!^^iil„ 
0) i3 J: Vffl*f5ilL&£^\ lf*«2Hie^^k^ 

[5SI1 ] 



2 0 


fflJPtttflE (> 10%) 
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[ISaRJ«4] If^JSl 

[»*^5] mm. %mm&Mm&. m^mmvy? 
sm4 izEmcommmfm. 

[0001] 

{ [6-.X h^-7- ( h3f>-) -4 

[0002] MMgW 

*-Cti . ^77- o-f-tc J: ^, ^ < <3^J4<ffifi3EB« 

fc, IT-? 4 *7 5>f 7 (QOL) 

[0003] 

[00 04] ^BJ^^ti, iU I ) CON- (2-?o 
0-4- {[6-^3-^-7- 
^) -4-^fy 'JA0:*dfW 7x-;H -N' -7'n 
UT*«flHifcfitMtK»*S:^-4 £ k £ JLffl L 



[0005] 
[fcl ] 



a 



A^/NHCONHPr 



( 1 ) 



S(ID -C^SiiS:* ( I ) oMfc&ft 
«*ufc«PS*t= J: 6 (RJRttS: i k . J: WISP 

[0006] 
[<L2] 

a 

J\-NHCONHPr 



Me 



cr 




(id 



2HCI 



£S|-f) 

5WMBtJ:*fl:-&*l4. JtlEsS (II) N- 
( 2-7DO-4 - { {6-* h*i/-7 - (3-tT'J 

N ' - r Q bVl^ U 7* CO ~ imt&T'fr h . 
[0007] £ ft-fl^ttEC. Kleins, ff 
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[0008] 

3« ( I ) •XStZtl&N- (2-?DO-4- U6-.X 
h*i/-7- (3-h*yi^kX Ry) 

(in xmzti&-im&m-ifZ^ & a i d x-m 

Zti&tf; ( I ) V>tt.-&®<7)-Wi§mt:J&f&t&Zbi)<X' 

[0009] 
UL3) 



NHCONHPr 



N 

(HI) 



£2H-) 

S ( i I ) ^L^tisS (i) coy V-t&&te£V& 

tin) <r>-im&timLxitmz&tit:mtmtt 

wmm^^h (is^j3) „ 
[ooio] *%mz is^wi B B B tttft§; trf 

[00 11] fl^ft^Sjt 

[00 12] <X*-A1) 
Hfc4] 



mo 

8.0' 



v rV* if" 



CHsTcH:), 



U<0 




T 



^{CHjIiCHi 



(IV) 



(V) 



(VI) 



x5 



xW"^""" 



KU^*^^-Aft mo 



XX; 



^tCHi>|CH, 



(Vi) 

£«H") 

fTUT^a-zl') 4>. -ft£* (IV) IdttUS* (ffliar 

ftsv^i-ft-^w (iv) zmmttmm mm 

iMh.7Sy7i/ -A*** fc 8£ ( t HT*BHt 
■i-hVVJ*. rtiMt* 'J -7-M i: £ . ffliaSW 

rnt£® (V) *#4itms. 
1 0 0 1 3 ] ®%%mm (CT^«f^DO*;WA, 
;DD^y*» 4«, -ft;-£* (V) (Witf h'J 



(i) 



-ffc&tt (VI) Sr#-g>,r,hA*T-#&. *SOlianSfc8F 
(#Rfcr?oo;tvl^, N,N-^f-;PT-fe hT5 H) 

it^m (v) K«a (fefJb'Jif^sy, 4 
T*-h*tiMBStf4£fcfc:«I:D'lfc£* (vi ) 
[0014] tf;^Hj (VI) S:«i£(c «fc OflttO' 

vm&tt (vi) oft^*t#is«;ttJ: 9 -ft: 

^ (VII) 

[0015] m^mm mun^-^^^iv^ 
i) fc»Ltaafi hu^a, imfa**) 

-7-6,, ftK*'J^» «BW->y^A) 0#^T*7t(i 
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[0016] (**-A2) 

[-(1:5 3 



::o6 




x>6 



(VB) 



(IX) 



cr* 




t*=C=0 



(X) 

fc&m (IV) Srftifcfc: J: 0 R^WJ £ fe #T 

SrsC ( I V) <^k^»(=ffffl$-*4i4:fc:J: 
(vni) s#i;tms. 

[00 1 7] iMc. S^^ltt (flUHTN. N-5*X* 

(vim (c^fusa (Witf^aR^hu^A. 

3t{iJS*^r LT\ 3-?on^f;|/f 'J i>>4 jtti 3 - 
(IX) 

[0 0 183 SSS3r*§& (flajxtfN, N-i^-f- 
3-;u) ft&n (ix) (cttus* <09£«r#*<ffc-j- 



cr- 





T 



••|eH||,CBj 



(I) 



ivm^ft (ix) zm^ttmmm (mif^no* 
r 5 y 7 x y -;n^* t iss ( 09* tr*iM t-t- * 

A. *SMb*'J^A) 
(X) *»Sifc3&«T*4. 

[0 0 1 9 3 2M=, JIS=S:it$ (Witf^oo*^, 
^oD^t'y) <f, -ffc£* (X) tciS* (Witt MJ 

5$ ( I ) TaS*l4<(t;-&1ii*»4itA«T-#4. 

hrsh*) -ft-^i (x) kiss («itfh>ji^ 
4-x7f;i/7$/t:yyy)(7)#ftT. 7d 
eHy^7*-h^i$^itfcj:os; ( i ) r 

[00203 (^-A3) 
[-fk6 3 



(X I ) 



(XII) 



(XIII) 



Met). 




r 



(XIV) (XV) 

(±15^4". BnliOyOl/SS-SL, M e ti^ 



tSK<bJM 




(IV) 

OSBSTS*. WiHMfc^ft (IV)ll Org. Synth. 
Col. Vol.3, 272 (1955). Acta. Chim. Hung., 112, 241 
(1983) *fc(4W098/47873K:lE»S<l4 «t 3 ^flffl^S 
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fc*Lfc*«fc, tt*>*>tt&m (XI) ^^ffilcJ: 0^ 
y5>/WfcLfctfc, -Nd« <W£«iHifcfe.l:tf»lft) 
*fft!l$ii:5£i:fc:J: l 5'ft:£-flI (XIIDtU^ 

*<o#arr\ mxx-r/l^ttUBS-tfl. -I t fc: J: 0 fls-^ 

*<xv) fcu t&mmzftmzit&z tiz 

X *)it&fa ( IV) d t #T"# & . 
[002 1] XJf-Al^/i(ix=3f-A2t < i:0#^ix 
■Sit ( I ) xmZix&lt&Mli.. SJStc i ^JBSUilfS 

/K 2-Toysv— ;k N, N-^f;WA7S 
H, N,N-:x;<f-/PTb r-TS hAX> % dfixpy, 
^anKyt'y, ?od^a, -t-^T/L-n— /!-) *K 
tt^*4fcfc^«*4M3 J: "3* ( I I ) 

Tmzti&-mti&b&wzj!i din -essfts- 

[0022] ^(ii) X'$k2ti&zM®mh&uteiH 
din -c«$ns-aK«(i. ®mizmom&&{t 

(Ill) T&SiiS— SBMffli* (II) xm$tl& 
[0023] ft^a^j/EMiicl 

wm&zti&. *miiz£&gmammi±&m. mmm 

aflssE. ^dcj^wwswDgisi, mMzm&fenyg&cofe 
mizm^2>z.twx'Z&. 

[0 0 24] *%mz£htt&m\Z.. £tz. -f^h'ho 
(CfeV>TVEGF (Vascular endothelial growth fact 
or) XfflfflLLXlb %l<Zi5Z\Z> KDR (Kinase insert do 
maincontaining receptor) cr>V ~yffi.it%:W^~th (t£ 
9tM4#m) . KDRIiVEGF£0ffftt*0fOy 

y^-j— ^^^hZbimhtixa^ . vegf 

/KD R j^^H£a£yWi*±Jfo*» J*L i If Hit 

«M£*fc LT^&dfc**HJ§ -oT^S ( Ferrar 

a, N. and Henzel , W. J., Biochem. Biophys. Res. Com 
mun.161. 851-858(1989). Terman, B.I.. el. al., One 
ogene, 6,1677-1683(1991). Millauer.B., etal., Nat 
ure, 367, 576-579(1994), Merenmies, J. et al., Cel 
1 Growth &; Differ., 8, 3- 10(1997) ;Ferrara, N. and 
Davis-Smyth, T. , Endoer. Rev. , 18, 4-25(1997) ) . % 

~>x. *m\iz£&ititm*mm%i$mwftmtt't 

[0025] im&mzisvhm&mmt. ±t tx. 
mm. mmmm^mm. wtimv*>^+* &m. rf 



W&m(Dffl&tM<&X/~2^X\.^&(Forkmn, J. Natur 
e Med. 1: 27-31(1995); Bicknell, R. , Harris, A. L. 
Curr. Opin. Oncol. 8: 60-65(1996)) . tit^X . 

wizxhitsm^ mm. mmnwmis.. mmwv 
ct o . &mzmmm<7)m&<7>muzm ^zztv 

[0026] *milz Xixli. 4fc, *fffiBlci*^ 

vf-, lag, r^u-AttwiMMiae, #>if&TOBft>6 

[0027] ^ftwizxutizmz. mats xt&mn 
mux. trnfttsts-. ttwrts^ arm^ msa 

izx&ititmzmifcfttT&mmMmite. ®.$-im 
[0028] mmuza. mnmbLxa. mm. *rr 
mamt lxh. mm. m\. ^-rm. vambz 

[0029] ztihn&mmu. wftm^htix^z 
mm. mmm. tt&m. mm. m&n. mm*z 
zm^x wimizj: o mmrt^> zktfx'tz. 

[0030] mmt Lxte. mimim. y^s, 

mmst Lxi±mx.^fyyy. r^ymi- hv*? 
j>.. b o m&mt vximu$ : J*i- 

rfA. b'5^->-. b Fo4f^TobVUb;H3— X, XV 
7. XfT'Jyiv^^A. ^Ux^-l^y^'Jrj- 

[ 0 0 3 l ] ±Ka«»Hi» jfiSBfcJ: 9«HKM, 
pH!«L gagflao. «5«k3W. »fi^!«rif*aainL 

[0032] *wtzxsBxmmpps *«wt=j:* 

ffl^tJ+O. 5-5 011%, *F4L<(S. 1-201 

mxxhh. 

[0033] %t$-m.im%<7>*B. tm. mi. im<r> 
acast^sni**, witfo. 1 — 1 oomg/kg, 

L<(i;l~5 0mg/kgc7)ieHT'$> , 5. <IixSrlB104^ 

nmnz^ifxtk^--r?>. 

[0034] *mu / z£z>fc&mm<vmmtmx-&h 

■tXik^-t&ZktfTZZ,. Ul4-tt, RH*C **VMi 
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mm* "t&zt vet h . tttfyMcomM^iks-mmm 

[0035] *?&Wt,z J:Wf, mzttz . ^f&HfJfcJ: § 

mmmrn. mmowj-mm) izmm^^^m^m^ 
zti&. *m>niz£ut&mt&ug^is?Mt%z>mmt 
nmrnt. mm. (»iriw?-, mn&5- 

[00363 

[fatfeCT] UT*«BJ^TIBMt= J: Daw***, 

[0037] mmmi 

7thA*-ny (150g, 0. 90mo 1 ) JDMF 

( i •/ tziutx. mi&izxmmmLti. o°c 

IZ&mk. iS*K 2 C0 3 (2 03g, 1. 4 7mo 
1 ) {^ViT'M'fk'O^/W (118ml, 0. 9 

9mo 1 ) SrSSTLTt. LT 1 Oftmm. 6 0 

L, *«ls£l&^*:. CHC 1 3 (500ml)t-fe7 

w himmztfc&Ltz. Fm+mmzMEmm (so- 

90'C) U CHC1 3 ( 1 U -y Ti&SB$a«££}g 
8? Lfc1&, * ( 5 0 0 m 1 ) Xttffiffi& Ltz. M&M s 

so 4 x-§z®&. rmL. ^m^msmmLx4- 

yi/)l<tt>—3 ' -X b*r=/T*b7*y-> (232 
S ) 

[0 0 38] f#<?>ix^4' -^>-£//M-^-3' -.X 
h^mt>7iyy (2 3 2g) (70 0m 

1 ) KJn;cT, Sa(CT«t«§8?L7t. 0'CK#fflf£, 
5yfffig?(d 1. 5) (92ml, 2. 1 9mo 1 ) 

zmTitz. mMtLx2mmmnLt:. Kfcmiz* 
a. 5 v ••/ h)U) &m£xmm®& ( 1 o#) Ltz 

1k. -iPT&Ltz. &tv? 7 k (500ml) XSr-*£mf 

Ltz. $ hiz-y-***. ( 1 . 5 u -y bfi-) t,zmmm$ 

( 1 0#) Lfcfc. iFjSL*:, ^--dfSr 1 5%lg-ft:rv 
^-7^*?^ (11J7 h;u) (dgSJSft ( 1 o#) L 

4' -^Vs^tdf-v— 5 ' h^->--2' -^ha 
7*h7i/y(302g) 

[0039] ft^tot^x >y b*ygC,4 ' -lyifltet 

5 ' -A b*-s- 2 ' --FD7th7i/> 
( 3 0 2 g ) tcx^y-zu ( 5 . 4y7W,*(5 



4 0ml ) $rJuxT. 9 OTJfcrC SSHSHf LTSfflHL 
fc. i&ffcry^-^A (128g. 2. 40mol), 
ft^T'SItt^* ( 5 8 8 g , 9. Omol) L 

L. ^;/-v;dd»a ( l/l ) iliS ( 2 l) y 

s.mm Ltzmmz o . 5 n n a o H^mm ov-sb 
>v) zmz.. mmtm 00*) ut. 7* < 1 

y -y h/P) Tift^SX*:*. ( 3 u y hyu) (c 

@SJf?t* ( 3 0#) Lfc» % LT* ( 2 'J 7 hJU) 
X-m^&^K. y--Jf2rSff»(8 0'C) LT 2 ' — 

h7xyy (22 5g) ^^/c. 

i H-NMR (CDCI3. 400MHz) :5 

7. 15-7. 62 (m, 7H), 6. 12 (s, 2 

H) , 5. 14 ( s, 2H) . 3. 84 (s , 3H) , 
2. 5 1 ( s, 3H) 

[ 0 0 4 0 ] % hivfz 2 ' -7S/-4' -^y^'/M- 
=¥5^-5' -^H^y-7-feh7iy>-(225g) ^ 
THF (2. 2U-yh;k) ZlNtX. 0'ClZXmmM 
ttz. NaOMe (224g, 4. 15mol)£flD 

1. m&t lx 3 ottmnvfi:. nm. o°ct ixf;i, 

*;M-h(334ml,4. 1 5 m o 1 ) SrjSTLTt: 

m&t lx 2&fmmfttz. %.mmz* a. 20 
-yh/u) tint. 3ottmg£iw&. mmmmiz±K, T 

HF&giLit. 0°Ct,Z<$iM£. pH^5||gLoo, 6 
N HC 1 yK?§?S (5 20ml ) tt&TLX$*%\Ltc. 
WtH^$:r3iiLT7K ( 1 U -y -Cft^Lfc. -y 
h^-^fS-CHCl 3 (1. 7 5 D 7 lZ$Uz_. M 

mm ( i oft) ttz. m<§&. 3 o^s*^lt^ 

^F&Ltz. y--^CHCl 3 <5 00ml)(dK» 
iStf(5ii-) iPiftf*. BjSCHC 1 3 ( 50 0m 

I ) tzmmmn (5*) l^. ratfe^-^^cHc 

1 3 (500ml) TWL, «jE«e)ft ( 6 0'C) LT 

1 . 4-yhKn 
-4-*;VS> ( 142g) Sr»fe. 
1 H-NMR (CDC 1 3 , 4 0 0MHz ) : $ 1 
1. 50-11. 75 (br, 1H), 7. 78 (d, 
J = 7. 3Hz, 1H), 7. 28-7. 51 (m, 6 
H), 7. 09 (s, 1H), 5. 97 (d. J = 7. 
1Hz, 1H), 5. 1 9 (s, 2H) , 3. 83 

(s, 3H) 

[0041] m^titzv -^.y-jju^^- e-A b* 

4-xh Ko-4-dfy VJV ( 1 42g, 
0. 5 0mo 1 ) £N, N-iM y/nt/l-xf^S 
y (7 00m 1 ) tCjg)!L, 1 1 0'Ct LTSSaS^L 
t. POCl 3 (117ml, 1. 26 mo 1 ) £a§ 
TU 2i^lBHja ! PLfc. R(BiR*»^a, CHC 1 
3 (1. 2U -yh;U) StJdjc., O'C^filLZ;. mm, 
f * ( 1 'J y h^) 5r^L--roJpi.T4"fnt3 , L% * 
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(1. 2V-/bJU) ZtUtXttW&k. 7fcJf£CHC 1 3 
(500ml, 2 0 0ml) T)K<*C*aj Ufc. CHC 1 

3 s^it-c. Mgso 4 -csafta. «ff«i8L*:. « 
mttciwp:^ ( 2 >j >y «m£. assttff 
( lflrH) l*. nmnm, a»*»»xf/i/ (so 

0m 1 ) Tift^ii^ r$+ifcS£K8t©X^;U (2'J7 
WU) *iDir«#FLoo. H^M2, 8kg) 
(WAKO-ge 1 C-2 0 0) S^t^OiDifc. 

mmcoit^m (nig) 

i H-NMR (CDC 1 3 , 400MHz) : dS. 
56 (d, J = 4. 9, 1H), 7. 30-7. 5 5 
(m, 8H) , 5. 32 (s, 2H) , 4. 06 (s, 
3H) 

[0042] ( 2 ) 4 - [ ( 7 -^yislVttzs- 6 - 

y 

CaH 2 Tfaa^traLfcDMSO (7 20ml ) C 
60% NaH(35. lg.0.88mol)£fln 
*»Tll*BHWPfik. 6 0 6 C^T-UnaLT3 0^ 

(78. 8g, 0. 44mol) Srtfe/rfcljn*.. 1 B«a 
60XrCJ9#Ut. &Wt\ 7 -^y^/M"*^- 4 - 
^□0-6-^ h*zs*?SV y (80. 4g. 0. 27 
moDZML 1 1 0— 1 2 0'Cfc LT— Hfe*#L 

tz. KmmzmzmmLfzmmmmzcHc 1 3 ( 3 u 

>y MP) *Jni. fififtftW* ( 1 . 6»J7 Ml*-) Tfl* 
Ufc. CHC 1 3 ®$:7j< (l'J-y WIO "C3EI«»L 
fco *l^tt. CHC1 3 (0. 8U y WU> X2 
IliaajL?to CHC1 3 1S:^ *E7KMgS0 4 T'lS 

r)SUMgso 4 r?s^MEffiffl 

U ll»EtOH (6 84ml ) ZDut. MfflU 
ft (30^) Ltz* iat:IL^, 5*CW£2j]LT2 
-3«rBH»HLfc. WajftSrFMU #EtOH (85 
m 1 ) XitcftLfz. ^-*Sr-*«ESe« (50t) L 
T*»*Mfc^ftl ( 8 2 g,lR$=75. 5%) £f# 
tz. 

i H-NMR (CDC 1 3 , 400MHz) : S 
8. 45 (d, J = 5. 3Hz, 1H) , 7. 55 

(s, 1H) , 7. 49-7. 53 (m, 2H), 7. 
44 ( s, 1H) , 7. 29-7. 42 (m. 3H), 
7. 14(d, J = 2. 4Hz, 1H), 6. 93 (d 
d, J = 2. 4Hz, 8. 1Hz, 1H), 6. 84 

(d, J =8. 5Hz, 1H), 6. 42 (d, J = 
5. 1Hz, 1H) , 5. 3 2 (s, 2H), 4. 08 

(s, 2H) , 4. 05 (s, 3H) 

[0043] (3) N- (2-?ot?-4 - { [7-< 



7x«;H -N' 

4- [ ( 7 -O^^-^r^-6 h^5/-4-^y 
-2-^an7-yy (8 1 g. 0. 2 
mol)KHCl 3 (1. 6'Jyh;P), b'Jxf/P 
7^(140ml) taniS»fc:T«H*»»Lfc. b 
X (h'J^on^f;H #-#*-b ( 59 g. 0. 2 

mo i ) fcjni. SfflTi*B*i*Lfc. rottPTS 

y (4 9m K 0. 6mo 1 > fciBTU lBSHWWFL 
fco RJ6»*tt*nnr* ( 1 . 6'j7hM -C4MKtt» 
Lfc« C H C 1 3 «Srteftt&B* (800ml) 

ift?*u te7j<Mgso 4 xnmLtz* rssL 

frlmi. ( lB«a> > K^T5*Ct LX 2-3 

«fia«H*Lfco rau s;xfA'X-f;i' ( 3 o om 

1 ) Tifc^ayUif. 4 OXJ-rjfiBESaftLT^H^b^* 
(9 6g. 1R^=9 8. 0%) 

1 H-NMR (DMSO-d 6 , 400MHz) : 
dS. 47 (d, J = 5. 4Hz, 1H), 8. 26 

(d, J = 9. 3Hz, 1H), 8. 10 (s, 1 
H), 7. 33-7. 53 (m, 9H) , 7. 19 (d 
d, J = 2. 7Hz, 9. 0Hz, 1H), 6. 51 

(d, J = 5. 37Hz, 1H), 5. 30 (s, 2 
H) , 3. 93 ( s, 3H) , 3. 3 1 (b s, 2 
H), 1. 45 (dd, J = 7. 1Hz, 14. 4H 
z, 2H) , 0. 89 (t, J = 7. 6Hz, 3H) 

[0044] (4) N — <2-?on-4- { [6-* 

b^>-7- o-ey^KS/) -4-^/u 

N — ( 2-?uu-4 - { [7-^yy;^y-6- 
^ b^ry-4-^yy/H 7x-/U — N ' - 

Tnh°;K?UT (96 g. 0. 2mo 1 > tb'j7^ 
nii (670ml. 9. 0 m o 1 ) . f-^T— V— ;U 
(187ml. 1. 6 mo 1 ) . X9>A>VHz>WL ( 1 
6. 3ml. 0. 2 5 mo 1 ) ^M^KJO^T. 9 0 

o cx2m^msmftLtz. $om*m&?k?}%mk. * 

JfrU 5N NaOHTfcJgJR ( 1 . 8U-yWU)Sr»^ 

(i'J7 h;u) KJaiTfflHHHff 

Lfc. ^-*£^X^X-tVI/ ( 1 U y h 

;U) K^TSiSJStffU ftwe^MfV (2 50m 

1 ) £JO;tT. 5XJT«»«#F (4«Nffl) Lfc. iF® 
flL S^xf^x— tVI'/^^V ( 4 / 1 ) (500m 

1 ) "Ca^Si*. ^-^f*«BESfe« ( 5 0°C) L*CN — 

(2-?on-4- < [7-th'P^y-6-^h^y 

7x-;H -n' -row 

^ur (89 g) 

[0 04 5] »6*lfcN- (2-7QO-4- < [7- 
bKn^r^-6~^h^v'-4-^yU;U] 7 
xxyp) -N' -rnbV^lxT (89g) JDMF 

(1. fcrJWPJSWLfc. K 2 CQ 3 (11 



(8) IH2 002-30083 ( P 2 0 0 2 - 35CRA ) 



18.0.80 mol), 3- (?DD^f;H -tf 
'J^-HCl (42. 4g. 0. 2 6 mo 1 ) §-fln 

7 0X:tzX3tfflifflLt:. Zt>t,z3- (?on* 
- WJy ■ HC 1 (10. 6g, 0. 06mo 
1 ) fcfln*.. 7 0iCfc:Tl«HBBWPL«:. Rf6»£iHft 

?Ml. 6'J7WH S-JD;*.. 5*a;rC4l§fS8?# 
Lfc. 7j< ( 5 0 Om 1 ) -CHt^ii/Wf. 

** ( 1 . 6 U «y WP) ( 3 0#) fJL r$ 

u * < i . 6 u y hyp) -cav^a^u*. ^-*£-Bfc 

Mffi£& (50'C) LT*H«Ote£ft ( 5 1 g . JR^ 5 

1. 7%) 

1 H — NMR (CDC 1 3 , 4 0 0MHz) : $ 
8. 75(s, 1H), 8. 58 (d, J = 3. 2H 
z, 1H), 8. 47 (d, J = 5. 4Hz, 1H), 
8. 26 (d, J=9. 3Hz, 1H) , 7. 84 
(d, J = 7. 8Hz, 1H) , 7. 52 (s, 1 
H) , 7. 47 ( s, 1H) , 7. 32 (dd, J = 
4. 9Hz, 7. 8Hz, 1H), 7. 1 9 ( d , J = 

2. 7Hz, 1H), 7. 09 (dd. J = 2. 7H 
z, 9. OHz, 1H) , 6. 72 (s, 1H) , 6. 
47 (d, J = 5. 4Hz, 1H) , 5. 30 (s, 3 
H) , 4. 82-4. 90 (m, 1H) , 4. 02 
(s, 3H) , 3. 25 (dd, J = 7. 3Hz, 1 
2. 9Hz, 2H) , 1. 54-1. 65(m, 2 

H) , 0. 97 ( t. J = 7. 3Hz, 3H) 
fi*W(ESI-MS, ra/z) : 4 9 3 ( M + 
+ 1 ) 

[0046] ( 5 ) N- ( 2-?nu-4- { [6-.X 



N- ( 2-?QO-4- { [6-^h4f>—7- (3- 
-N' -TWWUT (11. 6g)^?y- 



/K2 3 2ml)tSS§t. 1 0%HC 1 -Me OH 
(4 7m l ) Zmr-t &bm¥M±&£lzM&Ltz. *<D 
aSKBtCT 3 0 U $ 1£ 5 iCteT-lftMfP L 

Jt. m&m&Fjm. k&bjk Lxmmmtsy® < 1 

1. 63g. JR*8 7%) £f#fc. 
1 H— NMR (DMSO-d 6 , 400MHz) : 
89. 19 (s, 1H), 8. 99-9. 02 (ra, 2 
H), 8. 65 (d, J = 8. 1Hz. 1H) , 8. 5 
4(d, J = 9. 3Hz, 1H), 8. 43(s, 1 
H), 8. 07-8. 10 (m, 2H), 7. 95 
(s, 1H) , 7. 79 (d. J=2. 9Hz, 1 
H) , 7. 51 (dd, J = 2. 7, 9. 3Hz, 1 
H) , 7. 43 (bs, 1H) , 7. 13 (d, J = 
6. 6Hz, 1H), 5. 72 (s, 2H), 4. 21 
(s. 3H), 3. 25 (bs, 2H), 1. 64(d 
d. J = 7. 3. 14. 6Hz, 2H) , 1. 07 
(t, J = 7. 3Hz , 3H) 

[0047] mmM2 : N- ( 2-?oo-4- ( T6 
7f^-^> 7i-;H -N' -7D^»>1/7^I 

^*x^(Hi*f^s (w^m% (mm xm®mR i n 

T DMAX-200 0) SrftJB UCC u - KaJWi* 
(40kV, 40mA, A = l. 54 1 A) tTSBe 
(XJfA->-Xtr-F : 5* ^SiEH: 5.000 

—4 0. 0 0 0" , y j)V?- : K/3y i)V?) Lfc. 

mntmmmix'%ei>titzN- (2-^00-4- 

i [6-* h*i/-7- ( 3-t'J^M b^f^) -4 
TZUSK*fc:tJ»t4> 1 0%cr>ffltt&%£jirt2>t'-7 

ot-^ffiaat^ffiita« (%) 

[0048] 

[*n 



20 


ttttttft (> 10%) 


6. 33 


1 9 


11.72 


2 3 


16.89 


2 3 


2 2.11 


3 1 


2 3. 7 3 


1 0 0 


2 4.68 


1 1 


2 5. 19 


2 4 


2 6.60 


1 2 


2 8. 19 


1 8 



C0 04 9] ##fflJl : N- <2-?PP-4- j f6 



^Jfc0"JlcDN- (2-^ao-4- < [6-^h^fi/- 

7- (3-e'ji^.x -4-Jfyyyu] 



# • 

(9) IH2 002-30083 ( P 2 0 0 2 - 3?*Ri$i 



is) 7i^/H -N' -y°u&U*;UT<7>-ig L ffl£ 
(6. 5g) tl^y-;k/*=5/2S6« ( 3 2. 

5mi) fcjnx, l oo*ciB*§«t»T^fc:»iws-frjt. 

sat=*44-csc?frufea, s'cizx—wamLtz. m 
mvus^rmk. nsmkLxmante&to (4. 0 6 

g, IR*6 7%) fcfcfc. 

1 H-NMR (DMSO-d 6 , 400MHz) : 
$8. 8 5 (s, 1H), 8. 79 (d, J = 6. 3H 
z, 1H), 8. 69 (d, J =4. 1Hz, 1H), 
8. 3 6 ( d , J = 9 . 0Hz, 1H) , 8. 23 

(s, 1H), 8. 14 (d, J = 7. 8Hz, 1 
H) , 7. 82 (s, 1H) , 7. 74 (s. 1H) , 
7. 63 (dd, J =4. 9, 7. 8Hz, 1H) , 
7. 60 (d, J = 2. 7Hz, 1H) , 7. 31 (d 
d, J = 2. 7, 9. 3Hz, 1H), 7. 20 (t. 
J = 5. 6Hz, 1H), 6. 92 (d, J = 6. 6H 
z, 1 H) , 5. 47 (s, 2H) , 4. 02 (s. 3 
H), 3. 07 (dd, J = 6. 6, 12. 4Hz. 2 
H), 1. 46 (dd, J = 7. 1, 14. 4Hz, 2 
H), 0. 90 (t, J = 7. 3Hz, 3H) 

COO 50] #»W2 : 6-^< ( 3-b°'J 

S^S&^J 1(1) T» £>*Ut 7 -Kyitfrtt i,- 4 
on-6-^ h^fi>^y D>- ( l 20. 2g. 0. 4m 
ol) ?-N'j7;^nil(600mK 8. lmo 
1 ) , )V (180ml, 1. 54mo 

1 ) , X?yx>U*ym (3 Om U 0. 46mo 1 ) 

comarwizmx.x . 9o°cx'2mmm&mwLtz. &m 

mZmELiTtitftlk. *tf*U 2 0%NaOH7fc^§^££• 
;!ra;iT4'f^ (pHS7) Lfc. -M^V (600m 1 ) 

*toz.x. m&xi o-frmtm. rat*, ^ty/ 

* ( 1 /l ) ( 1 . 2 'J y h/l^) T'gfeV>jX^ ( X 2 
0) . f-*&-mSBB)m (5 OX:) LT4-?on 
-7-bKo4r>--6->h^^yyy (80. 3 
g) 

1 H-NMR (DMSO-d 6 , 400MHz) : 
«10. 3 7 (b r, 1H), 8. 54 (d. J = 4. 
9Hz, 1H), 7. 47 (d, J = 4. 9Hz, 1 
H) . 7. 36 ( s, 1H) . 7. 33 (s, 1H) , 
3. 98 (s, 3H) 

[005 1 ] 4-?DD-7-t HoJr>—6-^ 
is*cS\)y (15. 3g, 66. 7mmo 1 ) £DMF 

(230ml) IzmmtAWib Ltz. 3- (?DD^f 
W-tf'J^V-HCl (21. 9g, 0. 133 m 
o 1 ) SrDMF (230ml ) X-mMLBfRt Liz. 0 
'ClZX AW.tB^^L. NaH (ffi+6 0%. 1 
0, 7g, 267. 5mmol) & Mz. , Si&CT 3 0 
4HSBf Lfc. »V*?7 O'Cfc LT l«MBWf Ufc. Rlfc 

&£foi$m. o'cizxtk (4oomi) zaanxmn t 

ti. PB?Xf-;l^ ( 500ml ) T'3[H]tt£tiU I£|gx^- 



^•s-^-c. * ( 5 o om i ) x-ftmm&Lt:. 
Mgso 4 -cflana, rat*. FrnzmfrmmL. n 

mz^uu^y^fy (50ml) Srioi., HmXRLX 

t6M&* flHttHfput. 5x:tLx4mmmim. ra 

Ufc. ^OO^y-tfV (50ml) r-gfev^ji*. 

**ffl8£* ( 5 O'C) LXmmcr><ikSm (12. 
7g, JR*=63. 3%) 

1 H-NMR (DMSO-d 6 , 400MHz) : 
$8. 7 7 (d, J=l. 7Hz, 1H), 8. 60 

(dd, J = l. 7Hz, 4. 9Hz, 1H), 8. 5 
7(d, J=4. 9Hz, 1H), 7. 85 (dd, J 
= 0. 5Hz, 7. 8Hz, 1H). 7. 47 (s, 1 
H). 7. 43 (s, 1H), 7. 36(d, J = 4. 
9Hz, 1H) , 7. 32-7. 35 (m, 1H) , 
5. 3 1 (s, 2H) , 4. 05 (s. 3H) 

[0 0 52] #»CT3 : N- (2-;no-4- < T6 
-*h*js-7- (3-gU>frkXI"*y-) -4-^ry 
U/V] 7i-;P) -N' -robVl-^PT 

CaH 2 T'le^tCirai LtDMSO (440ml )C 
NaH (?e64>6 0%. 23. 4g, 0. 5 9mo 1 ) £ 

nut. 6ox:bi,x3 0ttmftvti. m&b u mm4 

-7Sy-'3-^DD7xy-/K52. 7g, 0. 2 

9 mo i ) %i$*izMz., m&t Lxmnvtz. <x^x 

^M2Xnt>iXtz4-7x3ti-6-* h*is-7- 
(3-e'JW Jth^isirSVy (44. Og, 0. 
1 5mo 1 ) Jrfln*., 1 1 0~1 2 0-CfcLT— B&fttff 
Lfc. »&?££$tffigj§ (110~120'C) LTf#£> 

*i.fca»8«aEfc:cHc 1 3 (5oomi) stJd^.. im 
mm. oot) L/c. sfeB^aufc^aiissisir* 

(30 0m 1 ) tMLt. CHC (3 00 

m 1 ) T-^gfe?tL, $t7kMgS0 4 xmmLfz. iFS® 

2-7X3U-4- { [6-* 7- ( 3-b*'J ^ 

;!-) ^ h*i/-4-*S>J/U] T-ijy (6 

5. 6g) Srfifc. 

[0 0 53] f#£>*U;2-:/*OD-4- < [6-.*h=* 
$"-7- (3-b''J^) ^h^^-4-dfyy;P] * 
Jfi/}7-l/y(16. 3g) 5rCHCl 3 (325m 

1 ) . S'JiWJy (2 8m U 2 0 Ommo 1 ) 
*toz.m&lzX1gWmMLtz. fx (h^nn^f 
A-) h (11. 8g, 4 Ommo 1 ) S-Jd 

£ . SSIT 3 0 #JgJ¥ L/c. 7o bVPT S >- ( 9 . 9m 
1 , 1 2 Ommo 1 ) SrfgTL. HffiWifPUfc. <KJC 
?S2:iatlSW* (300ml) T'^S^jf CHC 
1 3 W^I&SJA^tK (300ml ) X'-frmm& % MAi 
MgS0 4 Tt6«Lfc. ri§f^ ra^jSBEWBLfc. 
«HK8aEfc:CH3 CN (100ml) £flni.. Ju»j1bK 

L. ^CH 3 CN ( 2 5m 1 ) X'2®muZ&j£. 5 0 

rT-MjE^ Lxmmmt-sito ( 9 . 4g. ir*= 5 



(10) §2 002-30083 (P2 0 0 2-3BA) 



1. 3%) iW:. 

[ o o 5 4 ] imm i 



N- ( 2-?PP-4- i f6 
b*->-7- (3-f'Jy;Mh^ry) -4-#y 
■W 7x-/l/) -N' -7PWU7g)Z 

jSiMgg>»W)g 

HMMlT-f#4>iX7tN- (2-?on-4- { 16 -X 
b*is-7- ( 3 -VOiSjU* -4-*SV 

mm mTmz rzjsmsj t^o) , ^mmix-n?* 

titzN- (2-?DD-4- { [6-^hdfx-7- 

x-;io -N' -rnttwvro- ig&ig (J^T*tc 
r -JSKtaj fcud) . fcitfUttWi (4) -c»&*i 
fcN- (2-?DD-4- { [6-* 7- (3 

;H -N' -TutVl^UT (1TF r7U-«3Sj 

5 ) o*tcM-r § HPLc^i ^t^s-t c 

[00 55] ag(iTSI<0ii&"9"C*ofc. KRitfSf ( 5 
0 m g ) fc# ( B*^* Slfffl*. 5 m 1 ) £ 1 5 
m 1 -HxSro-f— 



ffiRLtzi&i 0 . 2 Ojum-f X?7-</I^-t;:TiFjS 
Ul. FWLfrt* 1 0 OjtzLfiBRU ^KPfflfcT^KLT 

[oo56]hplc eom^mmTcom k> x-h ~> 

tz. 

[0057] &®m-. i omuvymmm. (ph= 

6. 0)/CH 3 CN = 550/450 
*7A:YMC-Pack ODS-A A-312 
(<£6. OmmX 1 5 0mm) 
: 4 0 C C 
fltaj%£: 24 0nm 
aOS : 1 . 0 m 1 /ft 

Hti'ATMzxyv-ig.mzx vittfLLtzmmmiiZ 
MmmmiMtnLtz. tsK»*2(=^r. iinaw* 

S) kJt^TiSV^^^t/c. 
[00583 
[SI2] 



£2 





7 U -Jfi£8^mi¥JS G«M) 




4.3 6 




0. 29 




0. 0 1 



[0 0 5 9] tmm2 : 9? hgaft-^H^JULHt'frgah 

N- (2-?OD-4- <(6-^bdf>— 7- (3- 

/P) -N' -rnt;Wl/7 t -^<50— is 

BHS. *5 J:lA*-Jgggi££Jitt Sprague-Dawl 
ey3R5-yHC#HIgn»4F- ( 1 0, 5 0. lOOmg 
/kg. fcflf L— i§l§JS(± 5 0. 1 00m g/k g ) f 

tz.mmtO. 5% CMC-Na (fttVX*isX^-)V 

[oo 6 o] mm^mmtm ■. 57 mco. 5% cm 

C - n aSSBft* L . fff£i^i&§ft(cJ«fl»|lR 

[0061] m.mtp-&mmj£& ■. 7 >y MJus*^<Joisgfe 

Uz. 

[0062] f — ^<7)8i*f : &m&co&m&x-<7)!km * 

iSJKIISr^fc. S&3K2I21. 02. «i;t/ll3C^$ 



fts si 0 x-h -> tz . ~isias<7)jiii}t4'i^jiag{±ffl*«c 

») ^4JH*tfc»fl««:J«iP**S**»ofc. 
[0063] jflftW3 : 5 v hiBaft4^fi«aftMt 
<P«Hfe 

N- ( 2-^oo-4 - ( l6-Mb^->—7- (3- 
;U) -N' -y°x=i^^UT (7'J-JSS) k-eo— ig 

[0 0 64] b h|it«^LC-6$:5-Hv^X<7)ST 

(c^ffi l . w&mmmwsktfi 100-300 mm 3 
mmz&Liz&f£x\ ^mcommwm^^t^—iz^: 

I.J:a(Cll¥4E-rotC|¥^(tL. 3 3mg/kgC07 
U-iaS. -iaigJs. t L<li-J£g?i§£ 1 B3@. 9 
EH ( y V-i&m) t L<{i: 1 4 BPS (—«»«, Z^S 

l-3aiSISBE®H«»=aaMMI&SlSEL. ^Wp<7)M 

9W*s£fc«v\ #«i£B<rh{cjwfi8»niinsp (tg 

IR) i&&Ltz. 



# 




(11) 32 002-30083 (P2 0 02-3<5A) 



[ 0 0 6 5 ] TG I R (%> = ( 1 — [t&MkS-mcrW 

x 1 o o 

'fthtitz B ( ®.5-m!&B £ 1 B 3 1 Ltz k S <0ffl*t - 



ffi*TBSr^3{^-r. 
[0066] 
[ift3] 



*3 





7 


-tm 










M(BgAg) 


TGI 


w 




n 


TGI 


II 




H 


TGI 


EI 




a 


xH328c/day 


R 








R 








R 










(5!) 




<«« 




(%) 




wm. 




(X) 








33X3 


69 


10 


0.87 


10 


62 


15 


0.88 


13 


92 | 


15 


0.19 


15 



[0 0 6 7] BgfeflU : EL I SAS^M^KDR'J 

thKDRJh7yX7x;y 3 yL:C:N IH3T31 
J&(Sawano A et al.,Cell Growth &; Differentation, 
7, 213-221(19%), "Flt-1 but not KDR/Flk-ltyrosine 
kinase is a receptor for placenta growth factor, 
which is related to vascular encothelial growth fa 
ctor")£5%^K;#X>rydf jL^-^rt^fcUT 10% 
"7 Mfeffifiljf D M E Mi&ifc ( G I B C O BRL 
tti 9 ISA) T"5 0—7 0%n>7/Px^ hi:^rS tX' 
«*Lfc. JR51L^W5:|5ll-gtftT'37->*^^-f 71 
3— h 9 6^i;^Jgri^- He 1 . 5xioii/w 
e l 1 t^r&J:dfc:JWIL3 7°CX'immLtz. 0. 
l%^Jft{mM£^tfDMEMig%£3<$t.. ^*^^- 

LT 3 7°CT"JEtC 1 B^ratS* Lit. t hffl^i.ajfllWl*I 
*tM5SH^ (JsTF, VEGFtmSt) 5r «ft»ft#* l o 
Ons/m \ k^hXo^zmmL. 3 71CC2$HS|I|IM& 

( P h 7 . 4 ) x-imm. mmmmm. < 2 0 mM h 

EPES(pH7. 4). 1 5 OmM NaC 1 , 0. 
2%TritonX-100. 1 5 
mM^^hA-T-vA-S^-hy^A, 5mMXfl/yy7 
SV4iti2thy^A s 2mM Na 4 P 2 0 7 ) £ 

sojuiisanu 4'cx'2^mmmLxmmmtam^m 

MLtz. 

[0 0 6 8] ELI SAffl7^?D7U-h (Max i 
so r p ; NUNCttJ: 9HA) tC5^s/m 1 CO&p 
hospho-tyros i ne fit* ( P Y 2 0 ; T r 
ansduction Laboratories J: 



9 HA) **tr'jyiaf»feS:*«* (pH7. 4) £ 
5 0/< 1 JniT. 4"CT-lBM§>SLISffl-fb£fir-?7t. 7" 
W-b£8fei*L;fc». 7D7^>^3 0 0w 1 ^fln 

Lm&x'2v$mmLX7'v-y*>7' : £ft^tz < . m& 
±iZ(r>mfmttmz-£m. : & l a xzx i mm Ltz . 

ifefrfJL StKDRijtft (D-;x??/t— XttJ: 9J»A) $• 
m&LtztrLW*?! sftfa (r^i^AftJ: 0«A) * 

miSLi&ifflR&zittz. mMk, **jvttisy— 

m%%%&tfftt>titzm. Rmw±mzm 

MLRRit:±tbXvt 7uy°u— bO— y—lzi. 0 4 5 
0nm<D©3fcft£«gL*:. j6flj*8aiHH*VEGF* 

mm Ltz^nweM* 1 o o %cok d r y vsmcvs 

O&OKDRiJViMlrfStti: Lt^i/WKDR V > 
BMfciStt* tMMij«o«!S*»gWfc:3Ei"C. 

3S£*#>. ttfMttftO KDR'J :xi£ft; 5 0 %R&W?gft 
( IC 5 o ) SrJMBLfc. 

[0069] 7 'J -SS^K D R D >-$-ft;5 0%Pi*ffi 
ft ( I C 5 o ) (22. 6nMt»^>!t. 

[Hi ] ~mffl&zmn&5-Ltztifcr>&m&x'(r)m.m't> 
mwmg.w®tt Ltzmxfoh. 
[02 ] — uwM*uu&5-Ltz&w&ms.x*<nfom* 
mmmmm^Ltzmxhh . 




[02] 




o.oi I — ■ — ■ — ■ — i — i — . — . — i— — . — i — i — . — . — , — i — i — . — , — 

« t 4 t I 10 



mm (h r> 
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[03] 




WWW (h r) 



(51) Int. CI. 7 

A 6 1 P 29/00 
35/00 
35/04 



3E# 
10 1 



F I 

A6 1P 29/00 
35/00 
35/04 



r-73-K (##) 



1 0 1 



(72)^BJ# ft * jt ftf 

»JBJRW«Wi»RBnOO- 1 jMBjHBt* 



F?— A(##) 4C063 AA01 BB08 CC14 DD12 EE01 
4C086 M01 AA02 AA03 BC28 GA07 
GA08 GA15 MA01 MA04 NA14 
ZA33 ZA45 ZA89 ZB15 ZB26 
ZC35 



